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AB Disclosed herein are compds . of formula (I), pharmaceutical^ acceptable 
salts, amides, esters, or prodrugs thereof [whewrein Rl = each 
(un) substituted heterocyclyl or heterocyclyl-Cl-6 alkyl; R2, R3 = H, Cl-6 
alkyl, or halogen or such that R2 together with R3 forms a ring; m = 0, 1, 
2; n = 1, 2, 3; Arl = each (un) substituted aryl or heteroaryl; W = 0, S; X 
= each (un) substituted methylene, ethylene, propylene, or vinylene, CH2NR 
(wherein R = H, Cl-6 alkyl); Ar2 = each (un) substituted aryl or 
heteroaryl]. Also disclosed are. (1) methods of inhibiting an activity of 
a monoamine receptor comprising contacting the monoamine receptor or a 
system containing the monoamine receptor with an effective amount of 



more 



one or 



more 



of the compds. of formula I, (2) methods of inhibiting an activation of a 
monoamine receptor comprising contacting the monoamine receptor or a 
system containing the monoamine receptor with an effective amount of 



one or 



of the compds. of formula I, and (3) methods of treating a disease 
condition associated with a monoamine receptor, in particular serotonin 
receptor 5-HT2A subclass. The disease condition is selected from (a) the 
group consisting of schizophrenia, schizoaffective disorders, psychosis, 
drug induced psychosis, and side effects observed with the treatment of 
chronic neurodegenerative disorders with a selective serotonin reuptake 
inhibitor (SSRI) , wherein said neurodegenerative disorder is selected from 
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IT 



RN 
CN 



Alzheimer's disease, Parkinson's disease, Lewy body dementia, 
frontotemporal dementia, spinocerebellar atrophy, and Huntington's 
disease, and (b) the group consisting of Reynaud's Phenomena, migraine, 
hypertension, thrombosis, vasospasm, ischemia, depression, anxiety, motor 
tics, Tourette's syndrome, dyskinesias, on/off phenomena, tremor, 
rigidity, bradykinesia , psychomotor slowing, addiction, including ale. 
addiction, opioid addiction, and nicotine addiction, sleep disorders," 
appetite disorders, and decreases in libido and ejaculatory problems' 
Thus, N- (4-fluorobenzyl)-2- ( 4-isobutoxyphenyl ) -N- [1- [3- (4- (S ) -isopropyl-2- 
oxooxazolidin-3-yl)propyl]piperidin-4-yl] acetamide oxalate, which was 
prepared by alkylation of N- ( 4-f luorobenzyl ) -2- ( 4-isobutoxyphenyl ) -N- 
piperidin-4-ylacetamide with ( 4S ) -3- ( 3-chloropropyl ) -4-isopropyloxazolidin- 
2-one, inhibited 5-HT2A receptor by 104% in a receptor selection and 
amplification (R-SAT) assay using NIH3T3 cells. 

639861-75-9P, N-[l-[2- (1, 3-Dioxan-2-yl ) ethyl ] piperidin-4-yl ] -N- ( 4- 

fluorobenzlyl) -2- (4-isobutoxyphenyl) acetamide 639862-90-1P, 

N- [1- [2- (i; 3-Dioxan~2-yl) ethyl ] piperidin-4-yl] -N- ( 4-f luorobenzyl ) -2- ( 4- 

lsopropylphenyl) acetamide 639862-92-3P, N- [ 1- [ 2- ( 1 , 3-Dioxan-2- 

yl ) ethyl] piperidin-4-yl] -N- ( 4-f luorobenzyl ) -2- (4- 

trifluoromethoxyphenyl) acetamide 639863-26-6P, 

N- (4-Fluorobehzyl) -2- ( 4-isobutoxyphenyl ) -N- [ 1- [ 3- { 2-oxopiperidin-l- 
yl)propyl]piperidin-4-yl] acetamide 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(intermediate; \preparation of N-subs tituted piperidine derivs . as serotonin 
receptor inhibitors for treating symptoms, diseases and disorders 
associated with Monoamine receptors, including serotonin receptors) 
639861-75-9 CAPLUS \ ^ 
Benzeneacetamide, N-\[l- [2- (1, 3-dioxan-2-yl ) ethyl] -4-piperidinyl ] -N- [ (4- 
fluorophenyl)methyl]-4-(2-methylpropoxy)- (9CI) (CA INDEX NAME) 



OBu-i 




CH2- CH2 N. 




RN 639862-90-1 CAPLUS 

CN Benzeneacetamide, N- [ 1- [2- (1, 3-dioxan-2-yl) ethyl ] -4-piperidinyl ] -N- [ (4- 
fluorophenyl) methyl] -4- ( 1-methyletJiyl) - (9CI) (CA INDEX NAME) 
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AB Title compds. [I; Rl = (substituted) heterocyclyl , heterocyclylalkyl ; R2, 
R3 = H, alkyl, halo; R2R3 = atoms to form a ring; m = 0-2; n = 1-3; Arl = 
(substituted) aryl, heteroaryl; W = 0, S; X = (substituted) methylene, 
ethylene, propylene, vinylene, CH2N (Rn) ; Rn = H, alkyl; Ar2 = 
(substituted) aryl, heteroaryl], were prepared Thus, a mixture of 
N- ( 4- f luorobenyzl ) -N- (piperidin-4-yl ) -2- ( 4-isobutoxyphenyl ) acetamide, 
K2C03, Nal, and ( 4S ) -3- ( 3-chloropropyl ) -4-isopropyloxazolidinon-2-one wen 
stirred overnight to give 71% N- ( 4-f luorobenzyl ) -2- ( 4-isobutoxyphenyl ) -N- 
[1- [3- (4- (S) -isopropyl-2-oxooxazolidin-3-yl) propyl ] piperidin-4- 
yl]acetamide oxalate (117NLS01). The latter showed pIC50 = 9.7 for 
repression of 5-HT2A receptor activity. 

IT 639861-39-5P 639861-40-8P 639861-42-0P 
639861-43-1P 639861-44-2P 639861-45-3P 
639861-46-4P 639861-47-5P 639861-50-0P 
639861-53-3P 639861-56-6P 639861-59-9P 
639861-62-4P 639861-63-5P 639861-64-6P 
639861-67-9P 639861-70-4P 639861-73-7P 
639861-76-0P 639861-79-3P 639861-82-8P 
639861-85-1P 639861-91-9P 639861-95-3P 

639861- 97-5P 639861-99-7P 639862-04-7P 

639862- 05-8P 639862-08-1P 639862-11-6P 
639862-13-8P 639862-29-6P 639862-30-9P 
639862-31-0P 639862-33-2P 639862-39-8P 
639862-40-1P 639862-41-2P 639862-42-3P 
639862-56-9P 639862-57-0P 639862-58-1P 
639862-60-5P 639862-61-6P 639862-62-7P 
639862-63-8P 639862-64-9P 639862-65-0P 
639862-66-lP 639862-67-2P 639862-68-3P 
639862-71-8P 639862-73-0P 639862-75-2P 
639862-80-9P 639862-81-0P 639862-83-2P 
639862-84-3P 639862-86-5P 639862-87-6P 
639862-88-7P 639862-89-8P 639862-91-2P 

639862- 93-4P 639862-95-6P 639862-98-9P 

639863- 00-6P 639863-02-8P 639863-04-0P 
639863-06-2P 639863-08-4P 639863-10-8P 
639863-12-0P 639863-14-2P 639863-16-4P 
639863-18-6P 639863-20-0P 639863-22-2P 
639863-23-3P 639863-26-6P 639863-27-7P 
639863-29-9P 639863-31-3P 639863-33-5P 
639863-35-7P 639863-36-8P 639863-37-9P 
639863-38-0P 639863-39-lP 639863-40-4P 
639863-41-5P 639863-42-6P 639863-43-7P 
639863-44-8P 639863-45-9P 639863-46-0P 
639863-47-1P 639863-48-2P 639863-49-3P 
639863-50-6P 639863-51-7P 639863-53-9P 
639863-54-0P 639863-56-2P 639863-57-3P 
639863-58-4P 639863-59-5P 639863-61-9P 
639863-62-0P 639863-63-lP 639863-64-2P 
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639862-90-1 CAPLUS 

Benzeneacetamide, N- [ 1- [2- (1, 3-dioxan-2-yl ) ethyl] -4-piperidinyl] -N- [ (4- 
fluorophenyl) methyl] -4- ( 1-methylethyl ) - (9CI) (CA INDEX NAME) 



CH2-CH2- 




Pr-i 



RN 
CN 



639862-92-3 CAPLUS 

Benzeneacetamide, N- [1- [2- (1, 3-dioxan-2-yl ) ethyl ] -4-piperidinyl ] -N- [ (4- 
fluorophenyl)methyl] -4- ( trif luoromethoxy) - (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I; Rl = (un) substituted aryl; R2 = halo, alkyl, alkoxy, 
etc.; R3 - H, halo, alkyl, hydroxyalkyl ; R2 and R3 together with the 
pyridone or pyrimidone ring carbons to which they are attached form 
(un) substituted fused 5-6 membered carbocyclic ring, fused benzo or 
heteroaryl ring; R4 = alkyl substituted by 5-7 membered saturated heterocyclyl 
comprising N and optionally O or S; R5 = (un) substituted (hetero ) aryl ; R6 
= (un) substituted (hetero ) aryl ; X = CH, N; Y = alkylene, CH:CH, (CH2)nS; n 
- 1-3] that are inhibitors of the enzyme Lp-PLA2 and are of use in 
therapy, in particular for treating atherosclerosis, were prepared Thus, 
amidation of 2- [2- ( 2 , 3-dif luorobenzylthio) -4-oxo-4H-quinolin-l-yl] acetic' 
acid with N- (l-thiazol-2-ylmethylpiperidin-4-yl) -4 1 -trif luoromethylbiphen- 
4-ylmethylamine (prepns. given) afforded the quinolinone II. The 
exemplified compds. I showed IC50 values in the range <0.1 to 100 nM 
against Lp-PLA2. 

IT 615577-27-0P 615577-28-1P 

RL: PAC (Pharmacological activity); SPN ( Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 

(preparation of pyridinone and pyrimidinone derivs . for use as Lp-PLA2 
inhibitors in the treatment of atherosclerosis) 
RN 615577-27-0 CAPLUS 

CN 1 (4H) -Quinolineacetamide, 2- [ [ ( 2 , 3-dif luorophenyl ) methyl] thio] -N- [1- [ (1- 
methyl-3-piperidinyl ) methyl ] -4-piperidinyl ] -4-oxo-N- [ [ 4 1 - 
(trifluoromethyl) [ 1 , 1 ' -biphenyl ] -4-yl ] methyl ] - (9CI) (CA INDEX NAME) 
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S- CH2 



RN 615577-28-1 CAPLUS 

CN 1 (4H) -Quinolineacetamide, 2- [ [ (2 , 3-dif luorophenyl ) methyl] thio] -N- [1- 
methyl-2-pyrrolidinyl) ethyl ] -4-piperidinyl ] -4-oxo-N- [ [4 ' - 
(trifluoromethyl) [ 1 , 1 ' -biphenyl ] -4- yl ] methyl ] - (9CI) (CA INDEX NAME 
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CH, CN, CO, CR, 
GM, HR, HU, ID, 
LS, LT, LU, LV, 
RU, SD, SE, SG, 
VN, YU, ZA, ZW, 

AT, BE, CH, CY, 
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AB Title compds. Ar 1-Y2 -Yl-N ( Z ) -C : W-Xl-X2-Ar2 [Z = NR-subs tituted 

piperidinyl, tropanyl, azetidinyl, etc.; R = H, cyclic/straight-chain 
acyclic organyl group, hydroxyalkyl, aminoalkyl, aralkyl or heteroaralkyl 
group; XI = CH2, vinylene, NH or N-alkyl; X2 = CH2, or, when XI = CH2 or 
vinylene, X2 = CH2 or a bond; or when XI is CH2, X2 = 0, S, NH, N (lower 
alkyl) or a bond; Yl = CH2 and Y2 = CH2 , vinylene, ethylene, propylene, 
bond; or Yl = bond and Y2 = vinylene; or Yl = ethylene and Y2 = 0, S, NH, 
N (lower alkyl); Arl and Ar2 = (un) substituted (hetero)aryl provided that 
Arl and Ar2 are not simultaneously phenyl; W = O, S; I] were prepared 
Examples include over 130 compds. synthesized, 5 serotonin receptor 
binding assays and 3 in-vivo models. For instance, 4-methylbenzylamine 
was reductively alkylated with l-methyl-4-piperidone (MeOH, HOAc, NaCNBH3, 
20 h., room temperature). The resulting amine was alkylated with 
4-methoxyphenylacetyl chloride ( DCM, 4 h., room temperature) to give II, 
isolated as the hydrochloride salt and subsequently purified by chromatog. 
Many of the examples had pIC50 (-log IC50) =7.8-9.0 for HT2A. I are 
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used for the treatment of disease in which modification of serotonergic 
receptor activity has a beneficial effect. 
IT 359881-45-1P 

RL: BAC (Biological activity or effector, except adverse) / BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(drug; preparation of N-piperidinyl-N-alkyl-aryl-acetamides and 
N,N,N'-substituted ureas as 5-HT2A inverse agonists) 
RN 359881-45-1 CAPLUS 

CN Benzeneacetamide, N- [1- [2- ( 1 , 3-dioxolan-2-yl ) ethyl ] -4-piperidinyl] -4- 
methoxy-N- [ (4-methylphenyl) methyl ] - (9CI) (CA INDEX NAME) 
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